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Proposed claim amendments for the purpose of discussion during the Interview 

dated Nov. 28,200lj 

r 

TOXICITY TYPING USING EMBRYOID BODIES 

By: H. Ralph SNODGRASS 

Serial No.: 09/457,93(1 
OURRER: 44147-200011.0011 

1 . (Amended) A method of creating a molecular profile of a chemical 
composition suspected of toxicity, comprising the steps of: 

a) contacting an isolated mammalian eiiibryoid body with the chemical 

composition; and ' 

b) detectin g and r ecording alterations in expression of sets of genes or 
nroteinsre ene expression or protein expression] in the niammalian embryoid body in 
response to me chemical composition compared to e xpression of sets of gene or proteins 
in an embrvoid body not contacted with the chem ical composition, to create a [molecular 
profile of] pattern of alterations in gene expression or protein expression in the 
mammalia n embrvoid body in response to the chemical composition. 

2. (Amended) A method of compiling a library of molecular profiles of 
chemical compositions having predetermined toxicities comprising the steps of: 

a) contacting an isolated mammalian ebbryoid body with a chemical 
composition having predetermined toxicities; j 

b) detecting and r ecording alterations ik expression o f sets of genes or 
proteinsfg ene expression or protein expression] in the|mammalian embryoid body in 
response to the chemical composition com pared to g ene expression or protein expression 
in an embrvoid body not contacted with the chemical composition, to create a [molecular 
profile of ] nattern of alterations in expression o f sets 6f genes or proteins in the 
mammalian embrvoid body in response to t he chemicjal composition; and 

c) compiling a library of molecular prdfilcsby repeating steps a) and b) 
with at least two chemical compositions having predetermined toxicities. 
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3. The method of claim 1 or 2, wherein the 
protein expression are detected hy a label. 



alterations in gene expression or 



4. The method of claim 3, wherein the label is selected from the group 
consisting of fluorescent, colorimetric, radioactive, enzyme, enzyme substrate, nucleoside 
analog, magnetic, glass, latex bead, colloidal gold, and: electronic transponder. 
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7. The method of claim 1 or 2, wherein the molecular profile comprises 
alterations in protein expression. 

8. The method of claim 7, wherein the alterations in protein expression are 
detected by an [imm" rir>g< - fl "' tHt y] iTnir " linodetection ^py. 

9. The method of claim 7, wherein the alterations in protein expression are 
detected by a mass spectrometry assay. 

1 0. The method of claim 2, wherein the isolated mammalian embryoid bodies 
are of human. 

11. The method of claim 10, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of therapeutic 
agents, neurotoxins, renal toxins, hepatic toxins, toxins of hematopoietic cells, and 
myotoxins. 
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12. The method of claim 1 0, further wherein ttje chemical compositions 
having predetermined toxicities are selected from the group consisting of agents that are 
toxic to cells of one or more reproductive organs, teratogenic agents and carcinogens. 

13. The method of claim 10, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agricultural 
chemicals, cosmetics, and environmental contaminants. 

14. The method of claim 2, wherein the isolated mammalian embryoid bodies 
are of non-human mammals. 

15. The method of claim 14, wherein the non-human mammals are rodents. 

16. The method of claim 14, further wherein the chemical compositions 
havmgpredeterrnined toxicities are selected from the group consisting of animal 
therapeutics, neurotoxins, renal toxins, hepatic toxins, toxins of hematopoietic cells, and 
myo toxins. 

17. The method of claim 14, farther wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agents that are 
toxic to cells of one or more reproductive organs, teratogenic agents and carcinogens. 

18. The method of claim 14, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agricultural 
chemicals, cosmetics, and environmental contaminants. 
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21. (Amended) A method of typing toxicity of a test chemical composition, 

comprising the steps of: 

a) creating a molecular profile of the test chemical composition [according to 

claim 1] , comprising the steps of: 

i ) smarting an Elated mammal ian embry oid bo d y with the chemical 

composition: and 

ift detecting apH recording alte r ation* in expression of sets of genes p r 
prnteitis in the ir -gmmslian emhrvo™ tmHv in response to the chemical composition 
s pared to expression of sets of p — « ™ proteins in an embryoid body not contacted 
with the chemical composition, to create a pattern of alterations in pene expression or 

protein expression ; and 

b) comparing the molecular profile in step a) with the molecular profile of 

a chemical composition having predetermined toxicities; 

wherein the type of toxicity of the test chemical composition is determined 

by the comparison in step b). 

22. A systematic method of typing toxicity of a test chemical composition, 

comprising the steps of: 

a) creating a molecular profile of the test chemical composition[according to 

claim l kcompris tnp the steps of: 

contacting an isolated mam malian embryoid body with the chemical 

composition: and 

HRtRrring and recordin g alterations in expression of sets of genes or 
proteins in th * mammalian e mhrvoid body in response to the c hemical composition 
r-nmnared to egression of sets ^ ?™«* or proteins in an embryoid body not contacted 
with the chemi>.«1 compositio n to create a pattern of alterations in pene expression or 
protein ex pression : and 
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' " b) comparing the molecular profile in step a) with a composite library of 
molecular profiles of chemical compositions having predetermined toxicities, wherein the 
composite library comprises the molecular profiles of at least two chemical compositions, 
wherein said molecular profiles are created according to claim [1]2; 

wherein the type of toxicity of the test chemical composition is determined 
by the comparison in step b). 

23. (Amended) A method of ranking toxicity of a test chemical composition, 

the method comprising: 

a) creating a [molecular profile ofjrjattem of alterations associated with of the test 
chemical composition [according to claim 1] , comprising the steps of: 

ft contacting w isolated mammalian embrvoiri body with the chemical 

. composition: and 

if> detecting *"d recording a lterations in expression of sets of genes or 
proteins in the Tnammalian em b rvoid body in response to the chemical composition 
compared to expression of sets of genes or proteins in an embryoid body not contacted 
with the chemical compositio n to create a pattern of alterations in pene expression or 

protein expression ; and 

b) comparing the molecular profile in step a) with a composite library of 
molecular profiles of chemical compositions having predetermined toxicities, wherein the 
composite library comprises the molecular profiles of at least two chemical compositions, 
said molecular profiles are created according to claim [1]2; 

wherein the toxicity of the test chemi cal composition is ranked by the 

comparison in step b). 

24. The method of claim 21, 22 or 23, wherein the test chemical composition 
is known or unknown. 

25. The method of claim 21, 22 or 23, further wherein the isolated mammalian 
embryoid bodies are of human. 
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26. ' * Thememodofclaim25,furmerwher^ 

having predetennined toxicities are therapeutic agents, neurotoxins, renal toxins, hepatic 
toxins, toxins of hematopoietic cells, or myotoxins. 

27. The method of claim 25, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agents that are 
toxic to cells of one or more reproductive organs, teratogenic agents and carcinogens. 

28. The method of claim 25, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agricultural 
chemicals, cosmetics, and environmental contaminants. 

29. The method of claim 21, 22 or 23, further wherein the isolated mammalian 
embryoid bodies are of non-human mammals. 

30. The method of claim 29, wherein the non-human mammals are rodents. 

31. The method of claim 29, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of animal 
therapeutics, neurotoxins, renal toxins, hepatic toxins, toxins of hematopoietic cells, and 
myotoxins. 

32. The method of claim 29, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agents that are 
toxic to cells of one or more reproductive organs, teratogenic agents and carcinogens. 

33. The method of claim 29, further wherein the chemical compositions 
having predetermined toxicities are selected from the group consisting of agricultural 
chemicals, cosmetics, and environmental contaminants. 
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